REMARKS 

By this Amendment, Claims I, 5, 12 and 23 are amended, Claims i i and 47 are cancelled. 
C si, 5 " I 1 ' 1 ^ h 4o -is md4 up> Vpphcnn 

found in the Specification, e.f page 32 last paragraj aide unx 
filed, e.g., cancelled claims. No issue of new matter arise.-?. Apphcmh , v - uv,uosi 
reconsideration and withdrawal of the rejections set forth in the March 30, 2006 Office Action 
1 pendin us 

t vtions urn U.S.i §. i 2. Mamd paragraph 

Claims 1, 3-19, 21-35 and 45-49 were rejected under 35 U.S.C. §112 . second paragraph, as 
ipu ih Hi w \ ?' • ' 5 « K (h lliii'ina ■> osi ' 

these rejections. Applicants n.- r . < ii.. r v respordiUii numbered 

paragraphs. 

1. The Office Action alleges thai the scope of claim 22 is unclear. Applicants respectfully 
\v v lev e ^ t The Office Action applies an "always" standard relating to what 

constitutes a CDK. For example, "Tan PK IP is cited as having been renamed CDK6. Multiple 
! molecules are krown in the art and raise no issue of mdefkuteness. For 
aJs ? 1 now a as <VDH The Office Action fails to recognize the accepted 
meaning in the art that served as basis for the original naming as well as the alternate name. The 
Office Action by its own admission indicates thai the meaning of ; Ta« PK 11" and CDK. 6 is 
known. Thus no issue of indefmiteness arises in this regard. 

t < > i s i a 1 mix " j it in ^ * 

neper-omit I :; .a - <M1. ' >. hatha dn,^n .e-. ! ve nomenclature ^ ■ v. acto m c c I 

understood in the art. Similarly a dependence on cyelin for the activity of certain kinases is also 
v. l f n de >< s su v |-< no > nnh ht tt is ore-ah 0 i < . 

I o^ pi. a . s u,ik . J 

2. Claim 23 was alleged to be unc lear. The Office Action indicates that the wording of the 
^ v TOvid ! nhibi t complex >n ih C DK ruj n j * 

i «. , s j ) d s t i i recite 

s ,e t-omp ex is a n n 
the active component of the complex. The claim rightfully features inhibition of the activity 

( ^ '.if )'val Uv m\ k lit v. < J 

stemtu > t ot me t DK. Thus, wheth i v J. mnten/es the CDK < 

1 t t i ssue of ne\% matter arise nil n 



claim. In view of this explanation reeonsidei oson and w.thd:<-mai ihi* \ are 

respectfully requested. 

3. Office Action stands bj in assertion tl ; ' c> in D 1 s xn exis fat mdiif e 
cycim Ds are recognized, e.g., 01, D2 and B3 , as mentioned in the Office Action. The art 
clearly recognizes proper uses of the terns "cyclin D". For example medterras com provides the 
following description: 

Cyclm D; A famsh of toreo dosoi> r v i , > < - v , 5" toa are 

pressed in an rt fashi ' ceii A > es and 

- i t'['«,eSit( t M in 1 

i v.' ,>h no )! \ulved in cancer. 

Google indicates over & quart million hits fo eye bo D'\ Cic hen. entity as 

w s in the art. However, as offered in the February 16, 2006 Reply claim 23 is amended 
< > l claim 47, now canceled - j „ . 
bviate he reject u. lit h econsideration asid dxhwa its ction a? 

, ' a ^ (. 

4. Cianf > red' Fhe OMce Action refers Co page S structures. No structures are 
found on page 5 of the claims current at the time of the Office Action. Applicants in their 
attempt to be responsive treat the reference to page 5 as a reference to page 3. If this is not the 
intense! e E> tines e is requested to clarify the basis of this rejection. 

The Office Action indicates an understanding that, nitrogen and carbon have different 
< he nica - 1 cities rhe skilled artisan, understands such property differences. For example,, 
t numbe; foils s s shk i ! i slot 1 i i m mom e x it I 

s<d the table IheOKivc \cu «u s u i 

bonds' Applicants respectfully traverse this requ rcment as stated in the Office Action. In 
v , o e s n v v ^ , y jd ,x- knm c >m bonds But that ^- i> . > e. ^ ;,. v. 1 
K\ ^ ' vet. nun nt.i sn< ,i>ooJi h -s k t n ! 0 

i mtrast nitric oxide the os gen m nil out 1 > s Si ad 

The Office Action questions whether the term "nitrogen atom" was used when Applicants 
t i run tp. Applica e nd empl he tits i \ 

4 v i v nd \ h ss umJ m ne tvsent pj ^au t tt v 

the meaning that one replaces the other, in the sense that a substitute teacher replaces the 
s.»m % j O eol esd.0 V K m.Uu ^n s^u-, u >uOm uen s hut i v nj - 1 
present with the atom to which they are honnd as snbsiitnems. This distinction is used 
consistent!} throughout fee application and the appropriate mea - - mparem fr< 
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\ or example >* <- <-arbon t f J rogen th 

would have to have bonds in addition to those to the carbon. If Ac carbon and mitogen formed a 
cyano group, then the carbon would not have two remaining valence sites for ring binding. But 
! ! jage does not sa s ihst ted vifh the bird line ex feret e 

stil 5 > > i nil gen m Thus the carbon atom is not present with the nitrogen in the 
ring. i r> s. ! i 

would have beets thereby forming, e.g., a pyridine, a pyridaxine, a pyrimidine, a pyrazme, a 
triazine, etc. The Office Action sets forth a requirement that hat the wording be i if 

Applicants intend that the carbon be actually replaced. The Office Action cites language found 
in lbs: ^ tv\'v i ui > and 4 5 t same u > <>i pace -• text ' each carbon . i n i 
rmg may ?en en bsdtuied with < f stit out" See d 

lines 4 and 3 from the bottom. Clearly the wording is different "Substituted !♦> t i 
atom", Hoc a. is clearly different from "substituted with an X substituenf, line 4. Emphasis 
added Applicants respectful!) assert that the language is different and that no further change k 
properly required. Reconsideration and withdrawal of this reje t t i espect fully requested, 

5. v t s maintained a rejection reiat bstituents > 
maintaining the rejection rests on a theory that in order to bind an 0 to a ring C, two lis must be 
replaced. This is not trite. Each carbon in, for example, a benzene structure has four bonds, two 

squired \ \ the ring structure, a delocalraed or resonant bond and a bond to a H (or a 
substituent on a substituted ring). Thus each carbon of for. example a benzene ring may bond an 
-< > s * <. v. s ui 1 us i lis " i! •> t i wri 

A * - . - - i bond th a bond to the oxygen. The previous reply explained how this 
x s ,>i Inn vdrvA Mil' il i 

Applicants stand by the observations in the art that such structures exist Althougl t 
s is si K p rot offer to provide eh ine 

< '\mt_ v \c o-e -<) o mbt\entlv piesent m cctt 

claim Is deemed to cover this event The oxo containing molecule would form tautomeo 
lutiii^ !i !' ^ U mul i< ^ a -ii , a s o in, i\ , s < < 

be necessary, Applicants have amended claim I above, without changing die scope, but not 
O jplicants respectfully sub that tl tsp t a is novs 

vn 1 x t s lera i i i v jecti n are reap I 1 c £ 

6. The term aikylene was objected to as used with saturated and unsaturated. Applicants 
me >rovid< m miended claim set where the ippi i lefmitton from the specification is 

-12- 



'v, into the « ii to re s i e ,he Lm c * 
lis lie )ectt (11 ec xest d 

7, terocycik bj< Problem as a the Offi n is 
*the rest of the ring is undefined'' Appl ... > .peetmi.ly traverse this rejection Claim I, page 
4, lines 5-7, stated; "R4 and R5 taken together with the nitrogen to which they are attached, 
form a heterocyclic ring of three to seven atoms including the nitrogen atom". Emphasis 
aJ<k( fhus, contra 1 the illegation of the Officx \ctfcm fee rest of the ring is 1 h ; 

I i t s • it his section ar< spectMl equested 

8. CI i i t v i i i is s 1 ebraarj 6 
o v i > n us ( lis i Kv. uta o I ^ c 

is thereby believed to be obviated. 'Reconsideration and withdrawal of this rejection are 
respectfiilly reqaested, 

I x f\ 1 < t *\ ! (1 t c » •> £U p Ot c Ifk 

v > t n ! r i! \e ;t i n 1 'Ik idmnn -.ense * 
amended to qualify what is meant by 'mixc 
.\w . o- . - 1 s .xtion arc respectfully requested. 

12. The Office Action maintained the rejection relating to "phenyl". Applicants respectfully 
assert that paragraph 21 of the previous reply sufficiently addressed which phenyl was 
v rence le phenj referred to was &e phenyl referenced above in the claim. As amended 
the claim is even more clear in this regard. The office action also objected to the reference to 
both ^.substituted and substituted phenyls in conjunction with "where phenyl is substituted" 
1 nguag x N " cants pectfuil> M ' t that he skilled trtisan 1 i ; i s. i I t 

Ltnguugc in iofes^nc-. k-phenu substnueots i- 1 apply only when they were present. But to render 
moot the Examiner's objection, claim i is amended above to insert the phrase "when substituted" 
to indicate that the list of substitucnts does not apply when no sabstimems are present 
Reconsideration and withdrawal of this rejection are respectfully requested. 

- < C §112, first paragra ph: written description 

Claim 12 was rejected under 35 IJ.S.C §112 first paragrap ts liege going beyond 
Claim 1 1 <m esdec < i- > 
m urn « a to s{\ a i <o o f ik 
claims 3 md Reconsideratio md s th t vui this ejecth spec tin q 
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Irnum > s t firs i t»raph; enabk ten 



Claims 3-22, 24-26 45. 46 and 49 were rejected under 35 U.S.C. §112, fi _ p 1 -■ 

l ' i U v \.X] »i v 5 i I! t aUi >K " i (. ! 

ratefml dge the Examin s dication that claims 7-35, 4 ! x . 

t < in is pa pi 5 iu 1 in m 

Thus with respect to claims 11 and 20 reconsideration and withdrawal of the rejection is deemed 

roper \ tl esp< o claims 3 0, 2-19 51-22 24-26, 45-46 an 49 App 
• it e se this re eetlon The numbers below correspond u die num sere set f< rth te Marc " 
20 6 < ms . .-tios 

Gemml Background 

Fhe 1? f I t it < a \ s s a guide t rapan h 

f s sc ot the present tm ntioo Wi A concluded 

Considering all of the factors, we conclude that it would not require undue 
experimentation to obtain antibodies needed to practice the claimed invention. 

nillions if nt bi cell Th, > k p. u 1 'v w 

> 5i e of antibodies were possible Only *or> fvw « 

re s millions or billi i T s et 

working examples. 

The Office Actum at page 30 expressed a lack of understanding of Applicants response. See, 
e.g.. page 30, penultimate paragraph. "Applicants (sic) response here is not entirely understood. 
, « 3' N u v ) _ > m >pc o em>n d< revs i.c i) t s ei ^ die ease La auo » .. < 
v. < - v * ! an >tt viva JJnr tl v v p > ni 

en v e.s.a aro n nts \, \ ni 1 j . i v tit u"i 

e; ^ ■> ^ M' . eo ,..,o k not >endet a chum m\ 1 ' 'as s 
ere ec t< \. - - ues raised in eject ; 

(l)(a Scot of compounds fhe Office Yciio indicates th he scop < -e laims that 
includes the Ra variable and several X subsiituents covers a multitude of compounds. This is 

o. I r- ^ ot v ..ot s,J t m c k . Tlx LIkc Vj o s: v u u 

number provides no basis vba 1 c elatiouship to undue experin • i i at be Numbers 
alone, even high numbei such as those encountered in W > d by thonsel ;s a? ot mdicat 
of undue experimentation. Applicants respectfully subsuk that the specification provides more 

peel a k tri u R )k - se< c 

tabular data beginning at page 67. The Office Action has not eked any basis that the number 
-34- 



possible en.A:d. would lead undue experimentation to practice the instantly claimed 

nt e or even s w * * ft u st r. i c t > > 

pi *p "11 s - ^ t.l *<. a multitude o* 

» ! 1 ?<. F* 1 n h ^v'le.h en/, Jam < v m ^ v > 

- 7-k •> rt f 1 s m ! o v. uo ! she poi c-spO' m!> % 
>^ > ; h xi * n N > vhi ttached and as embodies 

Cams^ -x . v 1 m>nm,e uo.sk, oi du e anpound b> red bkmd ceik trm da; e,me 
, I he /-Ri wtm 

I o si <. t -> o id hi. <. ox un u ml o t v 

With 1 2 v d> era tation cam )e proper] deemed as implicate The 

examples teach he skilled artisan die wide range oi subsdtuents that improve the bioavaiiabliiy. 

)k T \ it 01 nI mi i«Ki. ill ev upks )hu n ( s ' ^ f 

a \\ ands ba ed rejection 

(b> Scope of Diseases Covered. From pages 7 to 20, the Office Action mentions and 
in i 1 ^ 1 - 3ses vet dtxs no so tort 1 mm 

compound of claim 1 would require undue c\\ nmcntaften ICxardk\->s t the J no, 
administration can be accomplished without undue experimentation. Thus this factor fails to 
support a Wands based rejection. 

With o\ p pi \ppixmnK ^p ctlu K v mx; , t;x <-v 1 s< mdn mv 
m i n som e x i i 

page 20, three lines from the bottom. There is no requirement in the claim language that the 
hi - 1 m_ has t he complete blocking in all cells as apparently inferred from the Office Action. 
(2) The nature of the invention and predictability in the art. Complexity of the animal system 
a i 1 growth factors Three jpoptot n misn re me.! 
Besides a listing of normal and pathologic physiologic functions and discussion of several, there 
i indi ition that praetk ng the ixa ml urns ouid ju s >e mat > 

1 \ 1 UO tlx,!. i> 0< n it! lid 1 till i!T t n <. 5 i 

the test of whether an invention is enabled. The burden is on the Office to establish a prima facie 
support for any rejection. Tliis burden is not met. Thus analysis focused 00 this factor fails to 
xi] s v based rejection 

J 1 x r Guidance TheOff.ec Action a 1 t es a him >t h g s . " 
- o .las Im» range w.,- ciiticued as being totally generic for the rauge of disorders. The 
Office Action notes that some anti-cancer drugs have foundered. Yet Wands exemplifies that 

-is- 
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imperative embedments, even if they outnumber operative embodiments, do not rise to undue 
experimentation. Furthermore the citation of experimentation on drugs that foundered h 
evidence that such experimentation is in feet rotiime, not undue. The Office Action fails to make 
a case that experimentation required to practice the claimed invention would be considered 
undue. Ih^ ; if ; supp< »t i0 > J\ tvse I urnd. >" 

(4) Stale % f u\ Prioj Ait Ihe Exa stai s that s i unav >f n might rendc 
I v , u sn I j s t mm unci siun s <. lit un'ui 

the instant cl cr^ \kn t u ^ s , m u v. nn^uu i n< Iwv M..„^'>n, \e > . 

,< ' . a ; indicative that undue experinu 

t another that fails to support a P e^oon 

5 yVo k fig xampl - he ' hlice \< tion - leges lack ot working t x impk in tn. umg 303 
eoifie d >, Hie Office Action furthei dieges tl t pi tenet f; 5 c s>< 
activity as shown m T ABLE 2, the noted effects cannot be generalized to other CDKs While 
m. < i _ U it I res i 'h <mc might ecus >> vheants 

S submit that fbi DK raati e t n i ! he in in 1 1 

ip 1 !■ ! ic a \ 1 ^ \ ! Id ) i tin I 1 n i io< 
Wands is instructive that when even a majority of embodiments are inoperative, the 
experimentation is presumed to be undue. Atlas Powder 750 F.2d 1569, 1576-77 (CAFC 1984), 
'K ' nrvi- hi a 

Ve agree with < clus k Even if some of the 

claimed combinations were inoperative, the claims are not necessarily invalid. 

"it is not a function of the claims io specifically exclude - possible inoperative 
substances- •■" h o 7h wA^ne;<. 492 t : ■ - -.' V ■< ^ -x 

iy;;-i. femp mmod ^ ^ ! 

~" * 'v ' L % x u ► 

^ v y N "J Oi <. n s I the numbe! ! in< serati nat ns c mes 

significant, and in effect forces one of ordinary skill in the art to experiment unduly in 

! H! ) ! K tilv 1 it J ii i 

> < „ 1 i > t t , tj j - > ! ~ U 

however, has not been shown to be the ease here. [Boldiug added.] 

Similarly, there is no showing in this case that one of ordinary skill in the art would be 
1 i il identify possib ICs ti 1 J > •> 1 s bus 

jeptesent inoperative embodiments. Once again, analysis of this factor mitigates against a 
> based ection 

(6) Skill of those in the art. Applicants- believe that die quotation at the bottom of page 27 
.manna, 'as tn ■.!,.:! « "The carpet tnerap> .at iunam& t^ghh a >',. no 

1 is goes o die is ue 
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• •: s;v\ jpation or obviousness. The issue with respect to this rejection is not whether the preusal 

uis oca - lm > | sue is the amount of experiin ! ^ * i 

v s •> discussed m ! 

ss lethe t one or more ino| i tist. Rat 

h j < i ! i o f migh a \u ■< i the press entioa w 

he- considered undue. Analysis of this Wands factor does not support s 35 U.S.C. §112 
a ibk n n ction. 

Similarly, the Office Action covers several pages describing nuanced differences in 
autoimmune disease- Differing mechanisms are cited. Yet unifying features such as cellular 

i uuunmmuno di^ea . '\- \^ 

But t I oiiferatioa of cells to effect the disease state, A tool or compound that 

takes advantage of the similarities for effect need aot v> ee that 

\ iok the issue that foi an enablement rejection to be 

deemed proper, a prima facie case that undue experimentation and not just routine 
experimentation would be required must he established. The Office Action fails in this regard. 

•As discussed above,- in introducing this rejection, undue experimentation is the test used to 
The Office Action rail ppi i e case \m surrot 
enablement, in this particular instance, the issue of non-working ot m,\\ < i n ; o a 
v s j s a^ ,i 1 idcaii.it id it s n ih s i 

> . v n n 'Ik ^ tn unnU-7 »0k h?t t \v hi! Mux! 
what is known in the an, for example, with respect to B-ceiis (a cell type mentioned in the 
previous November 17, 2005 Office Action). Applicants respectfully submit that no nexus has 

v. 1 s < iKt vt ) l p J IIP It) ] > S i 

n.s ought ass en. id; tat undue experimentation might be rc uin ' .... 

instant hivention. Thus, this discussion in the Office Action fails to support the 55 U.S.C §1 12, 
fn\t i\a igtapu, element rejec ti sn 

1 o Svxn u d 1 1< oh -> s t ^ C v d > ! i >_ i 
vi u i the le md qua! <pot n 

u and <. | tts u tion might be mi) ec ) ( 

v. \ "" v > e v % uv* d h st|j o j <. kt-. t t ... i a i i 

©quired issues « sti s to a 35 U.S.C §112, first p 

i i s h a \ init'>i > 1 

<■{?- 
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h stm m sr whi s the Office Action has covered many pages will discussions ol diseas ;s 
i' o . anents,. now hen; i 
s-. kc of such pruv ' 
proper. Reconsideration and withdrawal of this rejection are respectfully requested. 

Double Patenting 

\\ ikl k( K 5 K< i Ik n !1 } 1 •> v v \ 

However, since qo claims arc deemed allowable the final torm and number of the claims that 
n h i ippliea > s mfcnown \ teroiinai disclaimer at his Tim s pre 

any elaimCsl that might issue may or may not be deemed obvious over claims 140 of USP 
6,861,524. 

Conclusion 

In if?* e abo^ amendments and remarks x pfiv the 
f s n v ad ens a i qi i p so M a v. s 

1 X EU JK > s t s < <. iv > <. I > i i 

i a q\ I \ nnu ^ v. et-teo u» v ontau \: < nkss ic\ "k telephone 

number listed below. Applicants are prepared to file a Terminal D < t - 

suanct - tieeof Alio nice i < ! ot una indie ites ill i lit c an < ie tc 

Pi;? 1 i C x v 

Respectful! y submi tted. 
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